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Abstract

DFREBEOFRI D1 0 FRJBOMEN SN TVEVA, JEFIFEAngiotensin Receptor-
Neprilysin Inhibitor(ARNI) E SGLT2FEEE AR T E h, SEOREFORBER TCOMENHEFE h
TWa, LAL, COZHOBREEZB -ITBEFLAD 6 FRELHIES N, S5 ICFks:
MmE- BHEC VO LEBELS —HNAZRARTEBRVT—RAEDBLSTHEETH O, i
DEXIENERIETZERFRIHETH S,

ToTHL2E, EMEZEEELRCEERBRLAQUA-HFERE[UMINO00045229)) 2 5THE- EHEL T
W2, CORRBEREERD DEBNPE, EERHES0%REICETLLOFTEBEEZTRIC. AR
NI& SGLT2fE E ¥ (Dapagliflozin)E B ICEERICEITL. 6 » ABRBHEL, BRKREREST
ICQOLIEER(BERET V MAALPRO)DLBRZEITS., ESICHRERERE 6N ARD 2KRA>
NTRIEZRET S, BIFHEOKRTHE, Genomics: Transcriptomics: Proteomics: Metabolomi
CSENHETIY VARMEBM- REFBZRAVERY NDV—IUBMEZEAEDE. BEK
ISR FETE, ODFLOH B FEEpathway R ABEN OFRRETSHETH S,
LAQUA-HFERER DR E LT, 2023F7AICERZ ORNIILEY (2408 DEEERETTL. 20
CAF1RICNABOT7#O0—TY7HAKRTLE, BERCSMEh, REKBICEERW L FEZ17
1BOBENSHNZERBL 2o REREFIV IVABNEERPTH D, £z, BRROTFTH A
VRN EHEL, 2024F28(CBMJ OpeniE\DBHEICE> TV,

The prognosis of patients with heart failure (HF) has not shown improvement over the past decade.
However, in recent years, Angiotensin Receptor-Neprilysin Inhibitors (ARNIs) and SGLT2 inhibitors
have been approved, and the clinical efficacy of these drugs is anticipated. Yet, it is estimated that
only a fraction of patients meet the criteria for selecting either of these two drugs, and there are
cases where patients cannot take both drugs due to issues such as age, blood pressure, and renal
function. Therefore, it is urgent to verify the priority of these medications.

To address this issue, we planned a physician-initiated pragmatic randomized controlled trial
(LAQUA-HF trial [UMINO00045229]). The LAQUA-HF targeted patients with symptomatic HF,
elevated BNP levels, and a left ventricular ejection fraction of less than 50%, randomly assigning
them to ARNI and SGLT2 inhibitor (Dapagliflozin) groups and observing them for 6 months to
compare clinical outcomes and health-related quality of life (Patient-Reported Outcome [PRO]).
Blood samples are collected at baseline and 6 months after drug initiation. In addition, we planned
to combine integrated omics data including genomics, transcriptomics, proteomics, metabolomics,
and network analysis using machine and deep learning techniques to assess treatment
responsiveness, predict prognosis, and explore novel pathophysiological pathways and therapeutic
targets for HF.

We completed enroliment of 240 patients according to the study protocol in July 2023, and their
follow-up was also completed by January 2024. Blood samples were collected from 171

consenting patients for integrated omics analysis, which is currently underway. We have written the
LAQUA-HF protocol paper which was accepted for publication in BMJ Open in February 2024.
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Comparative Efficacy Assessment of Novel Agents for Heart Failure: Integrating Omics Analysis for Drug
Responsiveness and Mechanism Elucidation
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2. MAKRREEDOHE (F:R)
The prognosis of patients with heart failure (HF) has not shown improvement over the past decade. However, in
recent years, Angiotensin Receptor-Neprilysin Inhibitors (ARNIs) and SGLT2 inhibitors have been approved,
and the clinical efficacy of these drugs is anticipated. Yet, it is estimated that only a fraction of patients meet]
the criteria for selecting either of these two drugs, and there are cases where patients cannot take both drugs
due to issues such as age, blood pressure, and renal function. Therefore, it is urgent to verify the priority of|
these medications.

To address this issue, we planned a physician-initiated pragmatic randomized controlled trial (LAQUA-HF trial
[UMINO00045229]). The LAQUA-HF targeted patients with symptomatic HF, elevated BNP levels, and a left
ventricular ejection fraction of less than 50%, randomly assigning them to ARNI and SGLT2 inhibitor|
(Dapagliflozin) groups and observing them for 6 months to compare clinical outcomes and health-related
quality of life (Patient-Reported Outcome [PRO]). Blood samples are collected at baseline and 6 months after
drug initiation. In addition, we planned to combine integrated omics data including genomics, transcriptomics,
proteomics, metabolomics, and network analysis using machine and deep learning techniques to assess
treatment responsiveness, predict prognosis, and explore novel pathophysiological pathways and therapeutic
targets for HF.

We completed enrollment of 240 patients according to the study protocol in July 2023, and their follow-up was
also completed by January 2024. Blood samples were collected from 171 consenting patients for integrated
omics analysis, which is currently underway. We have written the LAQUA-HF protocol paper which was
accepted for publication in BMJ Open in February 2024.
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